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Hs (34) DGGMGTMIQ (SEQ ID NO: 8) 



BOX 2% 







************* 










Ec 


(752) 


ATVKGDVHD I GKN 


(SEQ 


ID 


NO: 


9) 


SS 


(729) 


ATVKGDVHD I GKN 


(SEQ 


ID 


NO: 


10) 


Ml 2 


(726) 


ATVKGDVHDI GKN 


(SEQ 


ID 


NO: 


11) 


Hi 


(142) 


ATVKGDVHD I GKN 


(SEQ 


ID 


NO: 


12) 


Ce 


(766) 


ATVKGDVHDI GKN 


(SEQ 


ID 


NO: 


13) 


Hs 


(778) 


ATVKGDVHD I GKN 


(SEQ 


ID 


NO: 


14) 



IPX 3: 

* * * * * 



BOX 4: 



Ec 


(1095) 


LAEAFAEYLH 


(SEQ 


ID 


NO: 


15) 


Ss 


(1085) 


MAEALAEWTH 


(SEQ 


ID 


NO: 


16) 


Mil 


(56) 


LTEALAEYWH 


(SEQ 


ID 


NO: 


17) 


Hi 


(490) 


LAEAMAEYLH 


(SEQ 


ID 


NO: 


18) 


Ce 


(1084) 


LAEAYAEYLH 


(SEQ 


ID 


NO: 


19) 


Hs 


(1133) 


LAEAFAEELH 


(SEQ 


ID 


NO: 


20) 






***** * ** 










EC 


(262) 


GGCCGTTPQHI 


(SEQ 


ID 


NO 


:21) 


Ss 


(243) 


GGCCGTRPDHI 


(SEQ 


ID 


NO 


:22) 


M12 


(226) 


GGCCGTTPDHI 


(SEQ 


ID 


NO 


:23) 


Ce 


(264) 


GGCCGTTPDHI 


(SEQ 


ID 


NO 


:24) 


Hs 


(321) 


GGCCGSTPDHI 


(SEQ 


ID 


NO 


:25) 



ATTORNEY DOCKET NO.: 50004/002005 
Applicants: Roy A. Gravel et al. 
Serial No.: 10/607,712 

Til^^AN METmONINE SYNTHASE: CLONING, AND METHODS 
FOR EVALUATING RISK OF NEURAL TUBE DEFECTS, CARDIOVASCULAR 
DISEASE, AND CANCER 
Page 2 of _6 



FIG. 2 



5' - boxl 



box 4 



box 2 



box 3 



Mouse 
sequence 



D1729 



D1754 



D1730 



D1733 



D1729 



D1729 



D1729 



D1729 



D1729 



D1729 



D1755 



2606A 



2606B 



D1731 



1774 



1406E 



1806F 1774 



1406E 



1808 



1806C 



M 1806 A 



M1806B 



1827 



^ ^ JPCRc^ ^ iPCRc ^ 
1406D 1808 1803 1760 2706B 2706A 



M1806B 



JPCRg 



iPC Rg ^ 



1706A 1406D 1806F 1803 1760 2706B 2706A 



1758 



1774 



2706B 



1766 



1774 



1107A 



^iPCRg^ ^ 

407B 407A D1765 



1758 



(407B) 407B (1758) 



1758 



(407B) 407B 



1707B 



407D 



^ iPCRc^ 
1707C 1707A 



1907C 1907B 



1828 1827 



3107A 



407D 



ATTORNEY DOCKET NO.: 50004/002005 
Applicants: Roy A. Gravel et al. 
Serial No.: 10/607,712 

FOR EVALUATING RISK OF NEURAL TUBE DEFECTS, CARDIOVASCULAR 
DISEASE, AND CANCER 
Page 3 of _6 



260 
320 
360 



FIG. 3 

24, *ICCflT^T m 66p Bm ^ 

36i 1M 

48, fffffffYifTfm 



200 

601 ^f^*^^ 2W 
721 <$*^T^JOfGppf|T^^ 
84, W^ATCfp^^^ 

96, ^T ? C W ^ m TCATA I C^ r ^^ 
,081 Sp^^P|«p^CAgCTfTGTTA^ 
1201 GTTCjfA^^^ 

,44, Tp^p^CA^p^ 
1561 C^TCpCTTGTG^Cp^ 

168, yrfFw^Tmiwmwmrw 

180, ^pgST^JBGgC*^ 
1921 ^>pp^CpjAC|n^TSjfCJ^^ 

2041 fffmTWWfflW^ 
2,61 ^CJTTJTGgKp^^ 
2281 C^^CA^CJW^Afi^ega^ 

240,Tp m r« ra( ^^ ^ 

ffiu irfflfmTiTirmiT^^ 080 



520 
560 
600 
640 
680 
720 
760 
800 



920 
960 



264i *n^ SG m c w^ 

2761 '{"ffflffW 

288, f^fYJ^^^ 1000 

3001 Y E y a pg >fi p 8 jf*t w c^ 1Oi0 

3121 c Hwwm fi ww fi ^^ 108 o 

324, ^^jc^^ 112fl 

336, T^mc^^ uw 

348, WffCTWi™^ U00 

360, fflwwmTswpmrmf^m^ i™ 

3721 TATGjjATT6<^AA6AA^|ATpT^^ | BCCTTTTI IATCTT6MWTCCTCA ^ 

384, AS6MATACAACCTA6 



"ATTORNEY DOCKET NO.: 50004/002005 
Applicants: Roy A. Gravel et al. 
Serial No.: 10/607,712 



DISEASE, AND CANCER 
Page 4 of __6 





ATTORNEY DOCKET NO.: 50004/002005 
Applicants: Roy A. Gravel et at. 
Serial No.: 10/607,712 
Filed: June 27, 2003 

Title: HUMAN METHIONINE SYNTHASE: CLONING, AND METHODS 
FOR EVALUATING RISK OF NEURAL TUBE DEFECTS, CARDIOVASCULAR 
DISEASE, AND CANCER 
Page 5 of 6 





Ec 
Hi 
Ce 
Ml 
Ss 
Mm 
Hs 



ATTORNEY DOCKET NO: 50004/002005 
Applicants: Roy A. Gravel et al. 
Serial No.: 10/607,712 
Filed: June 27, 2003 

Title HUMAN METHIONINE SYNTHASE: CLONING, AND METHODS 
FOR EVALUATING RISK OF NEURAL TUBE DEFECTS, CARDIOVASCULAR 
DISEASE, AND CANCER 
Page 6 o( 6 
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^ ************* # * ... * , ...**. *.*.... * 
I ATVKGDVHD IGKNI VGWLQCNNYE I VDLGVMVP AEKI LRTAKEVNADL 
IATVKGDVHDIGKNIVSWMQCNNFEVIDLGVMVPADKIIQTAINQKTDI 
IATVKGDVHDIGKNIVSWLGCNNFKWDLGVMTPCENIIKAAIEEKADF 
LATVKGDVHD I GKNLVD 1 1 L S NNG YE WNLG I KQP I TN I LE VAEDKS ADV 
I ATVKGDVHD I GKNLVDI I LSNNGYRWNLGI KQPVENI I EAYKKHRPDC 
LATVKGDVHD I GKNI VGWLACNNFRVI DLGVMTPCDKI LQAALDHKAD I 
LATVKGDVHD I G.KNI VGWLGCNNFRVI DLGVMTPCDKI LKAALDHKADI 



*** 



*** 
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Mutations : 



IGLSGLITPSLDEMVNVAKEMERQG- -FTIPLLIGGATTSKAHTAVKIEQNY 
IALSGLITPSLDEMEYFLGEMTRLG- -LNLPVMIGGATTSKEHTAIKLYPKY 
IGLSGLITPS LDEMVYVAKEMNRVG - - LN I PLL I GGATTS KTHTAVKI S PRY 
VGMSGLLVKSTVIMKENLEEMNTRGVAEKFPVLLGGAALTRSYVENDLAEVY 
IAMSGLLVKSTAFMKENLEVFNQEG- - ITVPVILGGAALTPKFVHQDCQNTY 
I GLS GL I T PS LDEMI FVAKEMERLA - - IKIPLLIGGATTSRTHTAVKI APRY 
I GLJSGJjI TPSLDEMI FVAKEMERLA- - IRIPLLISSATTSKTHTAVKIAPRY 
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Mutations : 



- SGPTVYVQNASRTVGWAALLSDTQR DDFVARTRKEYETVRI QHGRKKP 

KQHCVF YT SNASRAVTVCATLMNPEGR - - - AALWEQFKKD Y^SKI QQ S FANS KP 

-PHPWHCLDASKSVWCSSLSDMSVR DAFLQDLNED YEDVRQEHYAS LK 

-EGEVHYARDAFEGLKLMDTIMSAK-RARRCAGEPGVLSCRSRPQ 

- KGQVI YGKDAFADLHFMDKLMPAKNSHNWDDF - QGFLGE YATE - NGHNVTTD 

- S APV I HVLDAS KS VWCSQLLDENLR DDYLEE I LEE YED I RQDHYE S LK 

-SAPVIHVLDASKSVWCSQLLDENLK- - - DE YFEE I MEE YED I RQDHYE S LK 



GD 



EC (SEQ ID NO: 73) 

Hi (SEQ ID NO: 72) 

Ce (SEQ ID NO: 71) 
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